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A simple test of baricity for subarachnoid drugs
Sir,
Recently, during lumbar subarachnoid block with bupivacaine (heavy), we experienced problems such as delayed onset, early regression and patchy block. As clinicians we must be aware of the possible mechanisms for failure. There can be problems with lumbar puncture, errors in the preparation and injection of solution, inadequate spread of drugs through cerebrospinal fluid and failure of drug action on nervous tissue. [1] [2] [3] [4] [5] On close scrutiny of the causes we found that 0.5% bupivacaine heavy (0.5% bupivacaine in 8% dextrose) supplied in the hospital formulary was from a different pharmaceutical company, which was not the usual supplier in our hospital. The drug formulation on the label was exactly the same as in other brands. Hence, we sent the drug for drug analysis by the government approved lab [ Table 1 ], but we also decided to do an in vitro baricity test to compare the supplied drug with other brands available in the market. We tested the baricity of the following samples (1) bupivacaine plain 0.5% multi-dose vial (2) bupivacaine 0.5% heavy from manufacturer ' A', (3) bupivacaine 0.5% heavy from manufacturer 'B', (4) fentanyl 50 μg/ml, against cerebrospinal fluid (CSF). One millilitre clear autoclaved ampoules were used for our in vitro baricity test. We cleaned the surface of each ampoule and we colour labelled the drug to be tested with methylene blue. Four millilitres of each drug were added with one drop of methylene blue (0.1% w/v density 1.000) during its preparation.
During the spinal subarachnoid block, before bupivacaine (heavy, unstained) was injected into the subarachnoid space, we collected 1 ml of CSF in each of the four ampoules; this volume was used as the in vitro test base solution against which baricity of the test drug was to be compared.
After the collection of CSF in each ampoule, 0.2 ml of dye labelled test drug was put on the surface of CSF in the test tubes marked 'isobaric'(I), heavy brand X (HX), heavy brand Y (HY) and fentanyl (F). We observed the pattern of distribution of drug-coloured with methylene blue for 30 min. Four colour labelled drugs (stained drugs SDR) were thus obtained: SDR I, SDR HX, SDR HY and SDR F. Thus, we observed that at room temperature, SDR 'I' (from multi-dose vial bupivacaine) is isobaric (with no hint of hyperbaricity (settling at the bottom) or hypobaricity (forming a scum at the surface)). SDR 'HX' started settling at 5 min and settled finally at the bottom within 15 min; the time taken by SDR 'HY' was 30 min. for final settling. The fentanyl was clearly a hypobaric drug forming a scum at the surface.
As the test reports show, sample ' A' (sample HX) of the test drug had dextrose concentration of 76.9 mg/ml equivalent to calculated density of 1.023279. Sample 'B' (sample HY) had a dextrose concentration of 75.9 mg/ml equivalent to calculated density of 1.022969. This is, compared to an ideal solution of bupivacaine 0.5% with dextrose 80 mg/ml, which has a density of 1.02424 at 37°C. [6] The densities of 0.5% bupivacaine with values lower than 8% dextrose at 37°C were calculated using the data given in the study by McLeod. [6] The corresponding densities at different dextrose concentrations were calculated by using the formula y = mx + c for 0.5% bupivacaine with dextrose at 37°C, slope as 3.10 × 10 -4 , c (intercept) as 0.99944 and coefficient of correlation R 2 as 0.99 [Graph 1]. Although changes in density may seem minimal and clinically unnecessary, a change in density as low as 0.0006 mg/ml of 0.5% bupivacaine heavy may influence the spread of local anaesthetic into the CSF. [7] We inferred that the difference in time taken by drugs 'HX' and 'HY' for settling at the bottom is an indication of different specific gravity of the drugs from two manufacturers indicating an error in formulations as to the presence of glucose.
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